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#aYBEREPAYE (Liposarcoma) &
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> FERYIRSEB ISR (liposarcoma) 3B LA (leiomyosarcoma)
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= FDA % EHERBARaBEEERNE
BB AL ANTE (Leiomyosarcoma) -
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US FDA

o HEREET/ERARA AR FEBIE
B ERE
Pts with Open-label multicenter | (Median f/u: 8.6 months) Trabectedin at 1.5

unresectable or
metastatic
liposarcoma or
leiomyosarcoma
who received a prior
anthracycline-
containing regimen
(ET743-SAR-3007
trial, NCT01343277)

phase Ill RCT.

518 Pts with age = 15 y/o,
unresectable, locally
advanced or metastatic
liposarcoma or
leiomyosarcomas,
previously treated with at
least either a combination
of an anthracycline and
ifosfamide or an

mPFS: 4.2 months vs 1.5 months
(HR: 0.55, P<0.001)*

mDOR: 6.5 months vs 4.2 months
ORR: 34% vs 19%*

mOS: 12.4 months vs 12.9 months
Discontinuation due to AEs: 12.6%
vs 7.5%.

Grade 3 to 4 CPK elevations: 5.3% v
0.6. (Rhabdomyolysis: 1.3% vs 0%)

mg/m2 24-hour clF D1
in 21-days cycle
(median: 4 cycles) or
Dacarbazine at 1 g/m2
as a 20~120-minute IV
D1in 21-days cycle
(median: 2 cycles)
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Ref: J Clin Oncol. anthracycline plus > 1
2016 Mar 10;34(8): additional cytotoxic
786-93. chemotherapy regimen.
(2:1 ratio, trabectedin vs

dacarbazine)
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1. ET743-SAR-3007 siffi#a ~ - TEEMENER4ASA AR (Liposarcoma) EA B LA (Leiomyosarcoma)E &
B4R A Trabectedin BN #1884 dacarbazine - BEFEEIER PFS I - 32X OS RERMEERE - BiE0/4
ERARERERBEFEINTZERE TMABREERZE - ERNTE2NFTHE  ERAARZIBERREAMS
72 . BE S%RABE=MRL LM CPK EF - 1.3%BARERQINAR  2REVBHNEIER - -

>  AEs: adverse events; clF: continuous infusion; CPK: creatine phosphokinase; f/u: follow-up; HR: hazard ratio;
mDOR: median duration of response; mPFS: median progression-free survival; mOS: median overall
survival; ORR: objective response rate; Pts: patients;

>  *denote statistical significance.

ET743-SAR-3007 Trial: Trabectedin vs Dacarbazine in Advanced Liposarcomal/Leiomyosarcoma
(PICOS Overview)

1. STUDY DESIGN (S): Open-label multicenter phase lll RCT (NCT01343277)

2. PATIENT POPULATION (P): 518 Pts (age 2 15 y/o) with unresectable, locally | ‘-.I
advanced or metastatic liposarcoma or leiomyosarcomas A {.'
/1
Previously treated with anthracycline-containing regimen. | Median f/u: 8.6 months I,-‘ \

3. INTERVENTION (I) vs CONTROL (C) (2:1 ratio)

Trabectedin: 1.5 mg/m? 24-hour cIF D1 in Dacarbazine: 1 g/m? 20~120-minute |V D1
21-days cycle (median: 4 cycles) in 21-days cycle (median: 2 cycles)

4. PRIMARY OUTCOME (O): Median Progression-Free Survival (mPFS)
Trabectedin: 4.2 months vs Dacarbazine (grey): 1.5 months

HR: 0.55 (P<
5 SAFETY OUTCOMES -2(0)

mDOR: 6.5 vs 4.2 months Discontinuation due to AEs: 12.6% vs 7.5%
ORR: 34% vs 19%* A Grade 3 to 4 CPK elevations: 5.3% vs 0.6%
mOS: 12.4 vs 12.9 months Rhabdomyolysis: 1.3% vs 0%

*denote statistically significance
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# : 0.8%) ~ B8R (35% ; 3/4 4% : 1.6%) ~ FhAEZER (<10%)
EEMEIER TR (69% ; 3/4 4k : 8%) ~ BiE/KME (28% ; 3/4 #& : 0.8%)
RBERIER : BT 37% ; 3/4 % : 1.9%)
HEERAREER : 5858 (25% ; 3/4 4 : 0.3%) ~ BEMEREE (<10%) ~ BEBIER (<10%)
MASERAEEIER : BERB (15%) - ALK (12%)
B L EEBIER : KK (15% ; 3/4 #& : 0.3%)
IR AR LA RE S ERI(ER  fi2E (<10%)

BERZEHESER  ALT £ (90% ; 3/4 4 : 31%) ~ AST £7t (84% ; 3/4 4% : 17%) ~ ALP £
T+ (70% ; 3/4 4% : 1.6%) ~ BERIEN (63% ; 3/4 4% : 3.7%) ~ MBEET L7t (46% ; 3/4 4% :
4.2%) ~ WEEHEEE 2B £ 7T (33% ; 3/4 4R : 6.4%) ~ S MIEAIE (14% ; 3/4 #& = 1.9%)
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REMEHRSE  EEHE - BRARESFEMYBENERN - g;fﬁ nfer

FLUBRKBHEZEY % - B%EZI 500 mL NS 3¢ D5SW & - EHBIE%S 1.5 mg/m2 Iz
BoBhRFBIKEEFEGE 24 /K - 83 BH—R -

Premedication : &i)ER] 30 73§74 T 20 mg IV dexamethasone -
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o HREEZEPEEINEAZHA (Clcr: 30~89 mL/min) : HERREEIE -

o HRNEBEBINEAZHA (Cler: <30 mL/min) : LEERR A 2 ZENEEURE R WA R -

FFINREA Z A%

o HRPEMINEAZHEA (T-bil & 1.5 8ZE 3 F1ERE LRER AST/ALT /NRIES LRERY
8 ) : BEMEEHESR 0.9 mg/m2 -

o HREEMINBEAZHAT-bil XX 3 F1EE LRELEM AST/ALT BUE) : RILEARAR

Z8% o
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BEARRERMEIVEE

FRIAERRIIBEEERNBERINGEAE FERNESRRE

RIS 1.5 mg/m2 0.9 mg/m2
—PEFREBIE | 1.2 mg/m2 0.6 mg/m2
S _FEFREZIZE | 1.0 mg/m2 0.3 mg/m2
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> KREHR CYPBERZWFEAR -
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ZMIKETEL : EERELBREH -

FHE81 : JAERIER T-bil/AST/ALT 2118 - WEREH -

LVEF : EZ BRGSO REBEK LVEF BUE - WiZERARTZEN LVEF -
CPK : JAERIE A CPK E/EE - WhHta RGN CPK -
EAMEBRERS  ENAEQEREESFEPBEE - BHUKEEIFR -
AR ERIREE (EEBAERE NN D) -

YV V.V V V V

a2 o
Trabectedin E2—A¢RYRIEE (alkylating agents) K& - EBZEM I EHEE .
® 1 DNAESEMZBIETIE : Trabectedin 22 DNA minor groove FHISIRNE N2 45
& - FEAINEY) (DNA adduct) - 173528 DNA $25E[@ major groove &gl - lHiBF2 0J5EF
£ DNA #EERNEEEN - I ELLeEizNFIINEE ; 35— E DNA BERKAEE
ERMRETE - EHRIE DNA AW ER - EMENARBREE I REMEILT -
o RENIEBHIRIE (Tumor microenvironment) : R 7 EZERIEAMR - Trabectedin &
FEEEMMEBEREEAEERAR (TAMs) - XigF/ MEEEEREF (W VEGF, IL-6) B9
oW - RN - BEREARASEHEYESNZEY - Trabectedin 3 0lEBINHIHIR
IR 8 Sk I FEAR B IE U AR

< Tumour cells
@ Immune cells

Selective activity on macrophages

Activity on tumour cells

Tnhibit T T s - Inhibition of transcription of specific
SEREHATA !on ohiEns-atamcERECHEHON inflammatory and angiogenic mediators
- Induction of DNA breaks

* - Tumour growth inhibition

- Cell-cycle arrest and growth inhibition - Inhibition of tumour angiogenesis
- Induction of cell differentiation

- Modulation of stroma-mediated resistance to therapy

Figure 2. Schematic summary of the different mechanisms of action and

biological effects on cancer cells and tumour microenvironment.
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